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AB This invention provides methods for the treatment or prevention of sleep 
apnea (no data) using substituted benzimidazoles I [Rl, R2 = H, alkyl , 
alkoxy, (un) substituted heterocyclyl , phenylalkoxy , phenylalkylidenyl , 
heterocyclylalkoxy, etc.; R3 = H, N02 , alkanoyl, alkyl, alkoxy, halo, 
(un) substituted amino, heterocyclyl, heterocyclylalkoxy, hydroxyalkyl , 



etc.; provided that both of Rl and R2 cannot be H] and their 
pharmaceutically acceptable salts or solvates. Examples include 174 
syntheses of I, including both the preferred amine -containing target compds . , 
and other compds. I serving primarily as intermediates. Eleven 
pharmaceutical formulations are also given. For instance, the 
intermediate compound I.HCl [Rl = 3 , 4 , 5-trimethoxyphenyl ; R2 = CH2Ph; R3 = 
6 -OH] (prepared in 3 steps from 4 -amino- 3 -nitrophenol) was etherified with 
4- (2-chloroethyl)morpholine-HCl using K2C03 in acetone to give a preferred 
title compound, II. 
IT 196105-53-OP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ,- THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 



(drug and/or intermediate; preparation of benzimidazoles for treatment or 
prevention of sleep apnea) 



RN 196105-53-0 CAPLUS 
CN Carbamic acid, butyl [2 - (4 -chlorophenyl) - 1-phenyl -lH-benzimidazol -6 -yl ] - , 
1-methylethyl ester (9CI) (CA INDEX NAME) 
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AB Title compds. [I; R l , R2 . = (substituted) Ph, heteroaryl ; R3, R4 = H, halo, 
alkyl , perf luoroall£y5-; — ajjtoxy, perf luoroaTk~oxy , carboxyl , alkoxyca?bonyl , 
^02 , amino, etc . ; (k = bond) CO-^^r^S- interrupted? alkylen t?, - H'nre T I VleH6 , 1 
'alkynyTene', Ql; nW^-4.- R5 = carboxyl . S03H, P03H2, tetrazolyl] , were 
p*ep€Hfea~~as PGI2 mimetics and TXA2/PGH2 antagonists useful in treating 
thrombosis, arteriosclerosis, and hyperlipidemia (no data) . Thus, 
1, 2-diphenyl-lH-benzimidazol-6-ol, Me02CCH2Br, and K2C03 were refluxed 3 h 
in acetone to give Me [ (1, 2-diphenyl-lH-benzimidazol-6-yl) oxy] acetate, 
which was stirred 24 h in a mixture of aqueous NaOH, THF, and MeOH to give 
[ (1, 2.-diphenyl-lH-benzimidazol-6-yl) oxy] acetic acid. 

IT 166396-70-9P 166396-71-OP 166396 -72 -IP 
166396-73-2P 166396-74-3P 166396-75-4P 
166396-76-5P 166396-77-6P 166396-78-7P 
166396-79-8P 166396-80-1P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of benzimidazoles as prostacyclin PGI2 mimetics) 
RN 166396-70-9 CAPLUS 

CN Acetic acid, [ (1, 2-diphenyl-lH-benzimidazol-6-yl) oxy] - (9CI) (CA INDEX 
NAME) 



H02C^CH 2 -CX 



RN 166396-71-0 CAPLUS^"' 
CN Pentanoic acid, 5- [ (1, 2-diphenyl-lH-benzimidazol-6-yl) oxy] - (9CI) (CA 
INDEX NAME) 



H02C- (CH 2 ) 4-0, 




RN 166396-72-1 CAPLUS 

CN Butanoic acid, 4- [ (1, 2 -diphenyl-lH-be] 
INDEX NAME) 



nzimidazol-6-yl) oxy] - (9CI) (CA 



H0 2 C- (CH 2 ) 3-0. 



XXX/ 



RN 166396-73-2 CAPLUS 
CN Pentanoic acid, 5- [ [1- (4 -nitrophenyl) -2-phenyl-lH-benzimidazol-6-yl] oxy] - 
(9CI) (CA INDEX NAME) 



H0 2 C- (CH 2 ) 4 -0' 



RN 166396-74-3 CAPLUS 
CN Hexanoic acid, 6 - [ [1- (4 -nitrophenyl) -2 -phenyl- lH-lienzimidazol -6 -yl] oxy] - 
(9CI) (CA INDEX NAME) ' 




H0 2 C- (CH 2 ) 5 -0' 



RN 166396-75-4 CAPLUS 
CN Pentanoic acid, 5- [ [1- [4- (acetylamino) phenyl] -2-pheWl-lH-benzimidazol-6- 
yl]oxy]- (9CI) (CA INDEX NAME) 



H0 2 C- (CH 2 ) 4-0' 



RN 166396-76-5 CAPLUS 
CN Pentanoic acid, 5- [ [1- (3 -nitrophenyl) -2-phenyl-lH-benzimidazol-6-yl] oxy] - 
(9CI) (CA INDEX NAME) 1 ' 



H0 2 C- (CH 2 ) 4 -C 



RN 1663 96-77-6 CAPLUS 

CN Hexanoic acid, 6- [ [1- ( 3 -nitrophenyl ) -2 -phenyl -lH-benzi 
(9CI) (CA INDEX NAME) 



nidazol-6-yl] oxy] - 



H0 2 C- (CH 2 ) 5-O' 




RN 166396-78-7 CAPLUS 

CN Pentanoic acid, 5 - [ [1- [3 - [ [ (4 -chlorophenyl ) sulf onyl] amino] phenyl] -2 -phenyl - 
lH-benzimidazol-6-yl] oxy] - (9CI) (CA INDEX NAME) 




RN 166396-79-8 CAPLUS 

CN Pentanoic acid, 5- [ [1- [3- (acetylamino)phenyl]-2-phenyl-lH-benzimidazol-6- 
yl]oxy]- (9CI) (CA INDEX NAME) 




RN 166396-80-1 CAPLUS 

CN Pentanoic acid, 5- [ [1- [4- [ [ (4-chlorophenyl) sulfonyl] amino] phenyl] -2-phenyl- 
lH-benzimidazol-6-yl] oxy] - (9CI) (CA INDEX NAME) 




IT 166396-81-2P 166396-82-3P 166396-83-4P 
166396-84-5P 166396-85-6P 166396-86-7P 
166396-87-8P 166396-90-3P 166396-91-4P 
166396-92-5P 166396-93-6P 166396-94-7P 
166396-95-8P 

RL; RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of benzimidazoles as prostacyclin PGI2 mimetics) 
RN 166396-81-2 CAPLUS 

CN Acetic acid, [ (1, 2-diphenyl-lH-benzimidazol-6-yl) oxy] - , methyl ester (9CI) 
(CA INDEX NAME) 




RN 166396-82-3 CAPLUS 

CN Pentanoic acid, 5- [ (1, 2 -diphenyl-lH-benzimidazol-6-yl) oxy] - , methyl ester 
(9CI) (CA INDEX NAME) 



MeO- C- (CH2) 4-O. 
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RN 166396-83-4 CAPLUS 

CN Butanoic acid, 4 - [ (1 , 2 -diphenyl -lH-be: 
(9CI) (CA INDEX NAME) 



EtO-C- (CH2 ) 3-0, 
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RN 166396-84-5 CAPLUS 
CN Pentanoic acid, 5- [ [1- (4-nitrophenyl) -2-phenyl-lH-benzimidazol-6-yl] oxy] - , 
methyl ester (9CI) (CA INDEX NAME) 



MeO-C- (CH 2 )4-0' 
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CN Hexanoic acid, 6- [ [1- (4 -nitrophenyl) -2 -phenyl- lH-benzimidazol-6-yl] oxy] - , 
methyl ester (9CI) (CA INDEX NAME) 



MeO-C- (CH2) 5-0' 
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CN Pentanoic acid, 5- [ [1- (4-aminophenyl) -2-phenyl-lH-benzimidazol-6-yl] oxy] - , 
methyl ester, monohydrochloride (9CI) (CA INDEX NAME) 
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Pentanoic acid, 5- [ [1- [4- (acetylamino) phenyl] -2-phenyl-lH-benzimidazol-6- 
yl]oxy]-, methyl ester (9CI) (CA INDEX NAME) 



MeO— C— (CH 2 ) 4 — 0" 
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CN Pentanoic acid, 5- [ [1- (3-nitrophenyl) -2-phenyl-lH-benzimidazol-6-yl] oxy] - , 
methyl ester (9CI) (CA INDEX NAME) 




RN 166396-91-4 CAPLUS 

CN Hexanoic acid, 6- [ [1- (3 -nitrophenyl ) -2 -phenyl - lH-benzimidazol-6 -yl] oxy] - , 
methyl ester (9CI) (CA INDEX NAME) 




RN 1663 96-92-5 CAPLUS 

CN Pentanoic acid, 5- [ [1- ( 3 -aminophenyl ) -2-phenyl-lH-benzimidazol-6-yl] oxy] - , 
methyl ester (9CI) (CA INDEX NAME) 



MeO— C— (CH2)4~ O' 



RN 166396-93-6 CAPLUS V* 

CN Pentanoic acid, 5 - [ [1- [3 - [ [ (4 -chlorophenyl fsulf onyl] amino] phenyl ] -2 -phenyl - 
lH-benzimidazol-6-yl] oxy] -, methyl ester (9CI) (CA INDEX NAME) 



MeO— C— (CH2)4 — O' 




166396-94-7 CAPLUS 

CN Pentanoic acid, 5 - [ [1 - [3 - (acetylamino) phenyl] -2 -phenyl - lH-benzimidazol -6- 
yl]oxy]-, methyl ester (9CI) (CA INDEX NAME) 




166396-95-8 CAPLUS 

Pentanoic acid, 5- [ [1- [4- [ [ (4 -chlorophenyl ) sulfonyl] amino] phenyl] -2-phenyl- 
lH-benzimidazol-6-yl] oxy] - , methyl ester (9CI) (CA INDEX NAME) 
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Pentanoic acid <z'~ r r i *>' ^ • -. : 

INDEX NAME ) ' [ (1 ' ^^^-^-^nzimidazol-S-yl) oxy] - 



(9CI) 



H0 2 C- (CH 2 ) 4 -a 




166396-72-1 CAPLUS 
Butanoic acid, 4-[(l 
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H0 2 C- (CH 2 ) 3 -a 
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m^hv? 0i V Ci< ?;A [ [ Y (4 - nitro P h enyD -2-phenyl-l H -benzimidazol-6-yl] oxy] 
methyl ester (9CI) (CA INDEX NAME) y-uoxyj 
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Hexanoic acid 6- [ [i- (4 -nitrophenyl) -2-phenyl-lH-benzimida 
methyl ester (9CI) (CA INDEX NAME) 
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